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184920 

[JltBB] ^^14^ 8^30B 

im^^^m] A61K 49/00 

A61K 51/00 
C07D235/04 

l^mxamm] :kmm^m^^MmyK 1-15-11 ^ 1 ^ -9- > 

T- 1 0 5 

i^mxitmm] ±mm^:^-m±mm 28-401 
[^mxi±mm] mmmmmmmmK^m 6-16-76-701 

070/100 
MM^-^I 399009435 

l^mxamm] ±mm±minm)m-^=:^m-TM 1 7 # s 5 ^ 

[^:^] 030/100 

i^mximm] mmmmmtinm^^iu 6-16-76-701 
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#M2 002-255015 



^-i^: 2/E 



[MJ#-f-] 100062144 

[MJ#-i-] 100086405 

imm-^] 100081422 

C^^^i|!g#-^] 013262 

m^f^m] 21, oooR 

iw^^] mmw 1 

mm 1 

l^mm^Vt^-^l 0209518 



tiiiE#2 003-3080979 



#M 2002-255015 -J : 1/ 




l^^. Rli^X-CfR2imiLLX7m. ^^r^yy. OH. COOH. SO3H 

s NH2^ NO 2. -^^mi ~41@ot;v^;k s-lt^^i ~4>j@or;^^;v 

2 'fli<5C» R 1 :^^—mz ^ o T 

[-(1:2] 

ttzit 

[its] 

< 

R5^i^^^ coNH2> COC6H5. ttzitco-m.mm.i-'4m<Drjv 

misXZ/n itm± LT 0 ~ 4 (D^^X^ ^ ] 

Ilt^:^2] BF-124. N-276. N-27 7iSXUN-2 8 3 




#112 0 0 2-2 5 5 0 1 5 ^^.j 



m^m?] ymWcmmm.i)^9 9mTc. min. 6 7Ga, 201 

^^^^^^-^^^m^mt^m^it^^tfz^t^oi^^^ammmm. 

m^m9] mm^^mm^mmmmx^^m^:^4tfzit5izmm<o^\:^ 
^tfzii-^(Dm.i,L<immmmo 

^^^^mj: ')^^^f^^m^m9$m<o^\:^^tfzit^o^i,^^,i^^^^,^^ 
mmmi i] ^m^s^m^a^u sp^,^^-^^^, omm^^t^mt 

[»^^i2] 9mml^J:^.^Lll<D^.>'rM^zmm<oi\:^^tfz^i^<D 
m^m 1 3 ] 11^54 ^^v. L 1 1 <o^.^rMHz-&m<D>[t^mtfzit^<7, 
r^^^i4] m^m8mm<Dit^^tfzit^<;,mm±w^m^ti^mi.L 



ttJiE#2 003-308097 




#02 0 02-2 5 50 15 

[l»*JS2 31 *^<*2SE«mt^fet,,a^^; 

teW«5l¥H4Bi|51 
10 0 0 ll 



ai8E#2 003-3080979 




#02002-255015 



[0 0 0 21 

(trans^isible s 

pongiform encephalopathy; TSE) tiS:^S;S#^r^^^,„ 
[0 0 03] 

mte,naceous infectious particle) , i-^.i^i^U t>(,rion) tLxm2 
10 0 041 



fflE#2 003-30809 




#®2 0 0 2-2 5 5 0 1 5 
10 0 0 5] 

(v-CJD) a-^'^mum^ (BSE) C 

^^P-ii.sVT^^-ip^r07*T (Fore) *«m-e*A«*K J: ^fia L 
[0 0 0 6 J 

* ^«««»«iB*.c*v.T(i^|i,nO*>^120«oa«.e**.|^^+^^ 



aiE#2 003-308097 




#02002-255015 ^-y • 



To 0 0 7] 

^■^^rmtmmLtci^K'^i^mwm (bse) K«aL^:^->^««a 

i^'^nmimm (bse) ^i^S^tvx^O (office mtematio.^. des Epizoo 
ties, 2002^6^ 13 BW.tr--^) , tf,^ «56**v>«SHH8E||a^o^.^, 
•^3mm#05E4f»l4iii«, ±#+<Da**^«,Stl21^,.^_j.> 
t*t. (^BDepartment of Health, 2002#5fl7B#.tT'-^) , ^^nmm=f 

[0 0 0 8] 

S)ittn«tt*« (PSD) ^9i-zt. 3) CT, MRI^)B^«^.j»^jLT..*it 

10 0 0 9] 
[0 0 10] 
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#M 2002-255015 



[0 0 11] 

iellt LT^B^tL-Cv^^ (Doh-ura^. >?•V-':^;^ ^y(uu-J4. 7Am 
. 4894-4897. 2000^ ; Korth^b. yn ->-T''f r^y" ^va^;!/ T 

:*7^$'f :t7^-9--<^>'b7.USA. 98^> 9836-9841. 2001^) o 
[0 0 12] 

M.^ mk\t. \lYX\±^u^ yy a^}VY ' ^ufm (C J D) . - 
->a.hn>fy5,'5 - . ^>^^^;^-^ (GS S) . ^mW.^"^^ yy • 

•/^li (v-CJD) . mtnMW&PfUm (FFI) . li h Jii.^<;oKit> 

X\i.\LyV7.^V^\£-, ^^ym^Wm. (BSE) . -fsMtt^ ^^Fa^. rr 

[0 0 13] 

miE# 2003-3080979 



#0 2002-255015 



: 8/ 



[0 0 14] 

(R2)n 




i^^. ^Y^^Xf'^2^mM.\.Xim. ^^U^y. OH. COOH. SO3H 
. NH2. NO2. ^^^l--4^®or;v^;K S -R^^ 1 ~ 4^or;P^;i. 

Hb5] 



R 3 ^ «t o^R 4 LttK^. s T^cfi^^^ 1 ~ 4 ISO r ;vi^;i.-e* 19 . 
R5f*7K^. C0NH2> COC6H5. ^fz\±co-mMm.i-^m<or)v 



tBiE#2 003-3080979 




#02 0 0 2-2 5 5 0 1 5 



(2) BF-124. N-2 7 6. N- 2 7 7 J: TO- 2 8 3 

95i^$;M;S,±ffi (1) izmm.<o^t^!^, 

(3) ^f8l5^:KTV^^J::f5 (i) /o\ ,-=3*^^., 



(4) (3) mmo^t^^tf.ii^o^^L<it 

SB (4) E«Oft^«lS7tli-e<DiS4L<«)gjSE«i», 

(6) mmt^ymiAmmmx-^^±i, u) t^,t (5) Kutt^it^mt^ 

(7) ^«ftm«a*^9 9mTc, lUin. 67Ga, 201x1 12 

(9) (4) tr^a (5) KSB«o<fc^»s 



(10) i»a^ftm««iu 1 i3n, 1 5o*±cki SK^^^^^s^i 
(1 2) -hE (1) *v>t (1 1) '^<.^i'ii«^izmn<Dit^mit,a-t<7>mm 

(1 3) -hK (4) *v>L (1 1) <^>.>-rft*K|gtt«ft-S*S7i.l^,0S|g 



fflSE«2 003-3080979 




SB2 0 0 2-2 5 5 0 1 5 

(14) ±m (8) im^it^mti,a^^smj.mmih:&&iL<im» 
«%s-^6Jle (13) ie«waj£«,, 

(1 6) ±E (1) 5;v>t (1 1) '^"^fMHzmm'oit^^tMt^com 

(1 7) ±se (4) ?t..L (1 1) OV.1-MH:3BI6oft^*Sfc«^<i5gjj 

(18) ±|B (8) K««^t:^«4^.tt^OE«±ifrsS^ja4L<a»# 

LT-&t.±|2 (1 7) ^, 
(1 9) ±sa (1 1) E««-ft^S*,i^^E*J.fi=SJtt*«^L<.±^ 

mim iim<omm.m.» t l r *&_hi6 (17) ^ ,^ ^ 

(2 0) «^W*«,|*»4JtT. m»K±m (1) ftv.L (11) 

ise (1) ^tv>t (1 1) '^^^i'tii^izRm<oit^mtfiHinsm±^^ 

-h»2 (1) 4>.>L (1 1) 'D^^tiii'tzmm<oik^it„t^^mm±im 
(2 3) J.E (1) nm^it^mtt^,t^^sm±f,m^i^im 

^rrimf ' 
(2 4) sa*'eattw«ttjss«*4v.,iy.;*>«;s.t.^4»j, tjgjRs^ 



fflE«2 003-30809 



#m 2002-255015 



^-Z^ : 11/ 



[0 0 15] 

xmm t\^^d ^-^tw fi®<t^if ?r#tf i><Dt'r^o 

[0 0 16] 

R l:feJ:0^R2cDfj|t LTti7X^. 7 7^. OH. COOH. SO3H 

> NH2^ NO 2. S^w(±^^;i/, n-ynif;u, i--7°ne;K 

mtfzlt^^J\^-AmtL\^^o ttz. R i^^XTR 2T^^M^^^'°y>X:h'oXi> X 

RS**^^^ CONH2. COC6H5. t/itiCO-R^^l -41@cr)T;i' 
^;V'e*)^o #it^ (I) o^^U<D-m^^:^^:i(.m&s^'^R sxm:m^iLX\^^ 

mis XX/ n tr 0 v> 1 4 (0|g^T'2b mtfziin 0 &>^(D^^. 

R lemst/itiR 2s^^(i-etL'rtL50-'i&'^r^^>-t'>3^ov^-rtLO'6LSic 



miF^ 2 0 n 




#02 0 0 2-2 5 5 0 1 5 ^^c; 
Co 0 1 7] 

[0 0 181 



aiiiE#2 003-308097 




»®2 0 0 2-2 5 50 1 5 



F12 4J k<'^^m^.^mmtt„mm^rLfcik^mBF-i2 4. «6,m- 

mcjifSLv^^^g^O^t^^tL^a^ BF-12 4 (4- [2- (2- 

H , N-2 7 6 (4- C2- iZ-^>^^^ryv^, 

. N-2 7 7 (4- [2- (4, 5 f^^^y^^-:..^^,^^ 

(1. 2-d) ^r-r.;;w-^^^;p] J, 

m^mfb ti^ (mi mm) » ^ - 

[0 0 19] 

imi) 



1 




■ 




BF.124 






|N-276 


CH3 


^ 1 
4 r 


jN-277 "j 


1 

CH3 




N.288 





[0 0 2 0] 



tBSE#2 003-308097 




#^2 0 0 2-2 5 5 0 1 5 ^. 

(BSE) , ism^K>i>m&. *=?6Sttjaffi4f*^*.f6,^^, 

[0 0 2 11 



£blE#2 003-308097 




#112 002-255015 



o 



[0 0 2 2] 

mm^mizi,y..xx<^t^tifz:i^mzx ^m^<ommmmmx:^^m^t^^ 



tbiE#2 003-308097 




00 2-2 55 01 5 
*«Kt*^t#t.#*,«;t.J, 3h, 14c, 3 5s, 1 3 1 

i^a>e^-ir-gf^^^ (SPECT) :a^fflv>^tvsj:^„^^^^^^. 

* moftms,.^ «f«*-^.5S»tt.c«t.A 

««*^?#&*v*0-e»SLv>, SPECTffi(Cli9 9mTc. 1 H I „, 6 7 

Ga, 20 1TK i23i, ^ 3 3 x em<oy n^mmm-c^^mit-^mim 

mt^^t^.^^^, '^"'Tc*it>'12 3i,.sPEC,CJ:<ffiv>fenTJ>" 
So PETffllCillc, 13N, 150, 18p, 62cu, 68Ga 76 

raB«* (Ri) >6U8FT,^,-i-^j.^,^ 
[0 0 2 3] 



UiiE#2 003-308097 




#ffi2 0 0 2-2 5 5 0 1 5 



[0 0 2 4] 

^ ftfflft-^, i**ae*^iiHKfi.crig2SK-cs 

o 



ttJsiE# 2003-3080979 



2002-255015 



^-v: 18/ 



[0 0 2 5] 

^ai^^^ic^i>CT®i:s^-t?§-?>:6^ a-^tcjii o:5"^i '^v^t2Mi<7) 

[0 0 2 6] 



mWM 2003-3080 9 79 




»l»2 0 0 2-2 5 5 0 1 5 
[0 0 2 7 J 

(v-CJD) , Sc?Ett«*tt^R« (ppi) 
V=h«^<^»«»-Ctth-;<y^^We-, *->?Sa«flgS (BSE) 



tam!^ 2003-308097 




2002-255015 ^->? : 

SL<{ilmg^^v.LlOOmg. J: ^ L < ii 5 m g ;&v. L 5 0 m gT'^^ 
[0 0 2 8] 

(1) g (7M1^^ n = 3) OSlcrlCR (H:^SLC) im^>fzo 

(2) nmit^mitmmxmm^^. mwki,zx^mLx. mmm^i^mxL 

(3) stmimikm v. 14,000 rpn.-eio^K^.c^L±?f^jflL^t lt-so r 

X^:^LfZo m (/hffi^^tf) {±$^#-80 rT'^^LfCo 

(4) ^mmKiijfB.mmm^&. mmykx^^Ltz^^. ^>r^%^B=.>vx^ 

fzCimmmB^i.- ^ V (bond elute C18. 200 Lot. 070864. Varian) 
-^^l- (MM300. Retsch) J: ^ ^i^^ v^^^X=^tf ot-^ ^ ^iq 



ffiSEilf 2 003-3080979 



#M 2002-255015 



^-i^ : 21/ 



^m^mm (%ID (i^Affl:!:) /ml tfzit g) ^^fefzo 
[0 0 2 9] 

^2 Ic-T'i7;^tc:fe^t^^i^^b'^% (BF-1 2 4) «F*3^#2^m<7)ffimT 
'Ir^L/Co BF-1 2 4jS#2^moflif*I'^^*ii. 2. 4 % I D/gT^o fco 



[0 0 3 0] 





% I D/g Sfcrt: ml 






B F-124 


2.4 


1.6 



[0 0 3 1] 
[0 0 3 2] 

=lr-mE^: LTl^ffl l.fz (#S^O^*^#:Sfi30-34gT'ibof^) 

BF-124lco\/^T±|fi:^r^^lc J; l9^To7^:lLtt#ttS^mof&:i:<&^3 tc^-To 
[0 0 3 3] 



tBtiHi^ 200 3 - 3 08097Q 




#M2 0 0 2-2 5 5 0 1 5 ^^.^ 





(mg/kg. ^JiRrtS-^) 


B F-124 


^10 



[0 0 3 4J 
[0 0 3 5] 

> 50%:^^ y -^uizmmLfz^m^t^^mm. (io-2oo^m) Tso^rm-^Lfzo so 

y^^n. DMRXA) l3TFITC7>r;V^-^^v.{iUV7^;i.^-^^v.T-Ki>^-±co 

nni^^, 59^. 774 -785-?^>^. 2000^) tc^&v.. 7 ^ > • U^Sg^S t 

^^&i^^>H-^#mM (1-2 mM) rpx-:^-y^U^y'i 0^5>FHmS^^TV^ 
hyU:t->^SJiL#3F4 (Senetectt. 5 0 OIS^) =&-^iit#, .i.-;^^^- 

[0 0 3 6] 

BF-124. N-276. N-277i3 i r/l^-283C0V.-rtL^Mv>T ^>GSam#lilc^v.T. /Js 



ttliE#2 003-308097 




#M2 002-255015 



, miti^>^tzmi>rvt>SB^^mk& (PtP GSS®.^•*;^) T 
[0 0 3 71 

«ia«fflSI(ScN2a) (Racet, ->-^-+;u „^aaP^^ 62« 2845-28 
49, 1998^) Srft^LT, «a<t^«,««^ («a««li3g««ttt) 

«, 4894-4897, 2000« K^^^mLtz. mm. mmv^^^^z^yyl^y 

PTI-MEM^m (GIBCO BRM±) ) «,ci00» di,.thyl sulfoxide (D«SO) 
«Sft-&fe««r«^^iftK (1 nM^V.Ll ^M) rjD^^„ DMSO*a*^* 

, 0.5«No„idateP40, .;>®M..7r-) t?«*i§«L/;„ 

"1. 41=) S-jD^.TEjS*jt*, B6S*S*t (371.000g, 3 0* affi) u 

L. «:y.;*>se6tft: (p,p2b (7-.;*>gaT?ysss«89-io3<o^:^f^K 

SS-ff.., ffiP-StarEKJK (rv->^Att) KT->^+;^*^a^tL^ 
[0 03 8J 



mffi#2 003-308097 
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^-v: 24/ 



BF-124. N-276. N-277i5 J:l/^"N-283<7)v^-rtLtl:fev^r ^ScN2afr::;^5Jt^^#7'V 

)o m'B':^v:^ym}^m^^5o%izm^^^t^mmm (1C50 (50% inhibition 

concentration)) tiS-lOO nM-e$) i9 > ^ /i«iiM=^l^«1-^^tJg (TC; toxic 
concentration) {±50-100 /iWC^o /iC t J: 0 . '^ti-^'^'fk'^t/O^^itJgit 

(TC/1C50) iim7i)^hiom<Dmt^^htiti (^4) o 

— :^r. ^-^^VV (quinacrine) <7>^^#^it(±5-e^o/i (Doh-ura^. v> 
«>^nnv-r, 74^. 4894-4897. 2000^ J: BIffi) o 
[0 0 3 9] 





m ICgo ^nM) 


TC (wM) 


(TC/ICso) 


BF-124 


100 


100 


1000 


N-276 


6 


60 


10000 


N-277 


50 


50 


1000 


N-283 


500 


50 


100 


Quinacrine 


400 


2 


5 



[0 0 4 0] 

BF-124. N-276. N-277:fe i mi-283 <?)V^-f ti,*) m^<Dm'^'fVtZ^m:&n: 
[0 0 4 1] 
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K^mmz^MLf^m^^, ^ ^^^^ ^ ^ ^:^^(«^^ 

a^. ^ ^^uu^^^ 80#. 1551-1556, 1999 

m L. ^ >m:bmi^fi^&m<7)mmx ^ ^t^a^^ pet^spect^: 

^^->^^^M^^i^mzxmmzmmLfzm'^^^):^>M^^^B^L. f^):^>m 
^^^^m^m%<DmnmimmKmmx % ^ „ 

[0 0 4 2] 

X^h. BF-124. N-276, J: D^>I-283 f±V.rtL^>^#:/v :t 

[0 0 4 3] 

^tLtx. ^nyv:^>m&m^mmitLx^^ijx^:^;ity(,m^^itLx^^ 

^^b^#tC{iCongo red-^W#M#: (Caughey and Roymond. 
-^-n^^;^h,;^^ 59^^ 768- 771. 1992^, Caughey and Roymond, i^^ 
ir^V ^^uuV^. 67%. 643-650. 1993^) . cyclic tetrapyrrole 

(porphyrin'fk^tr^phthalocyanine'fk'^t;) (Caughey ^. 
^ ^i.si-^u t:^T^4 uSA. 95#. 12117-121 

22. 1998#) . branched polyamine (polyamidoamine^ Polypropyleneimine de 
ndrimer) (Supattapone^,. ^^^^^^^^ ^^^^ 3453-3461 

. 2001^) . ^•^^V>'^^nn:^>^^^^<^.;yy^-A^att^^j^E-64dv;. 



tiJiE# 2003-3080979 



Wm 2002-255015 



"^-v^: 26/E 



. 4894-4897. 2000^) t^^;^if^ti:ho ^iii>><D^t^mmmnmzmm7b^ 

(miT) ^t^m^^iXX\^^;h (Doh-ura?>. z^-^-^)U ^^nn>;^ 
> 74^. 4894-4897. 2000^) « ^Isc^igO'fb^Ji^fi. M^^rttiS J: CF^^^^^^ 

[0 0 4 4] 

^x. ^^m^t^^it-^rv :t>m<Dw-mmm ' §tM.Kmit>xmmx^^o :^^m 
^z^^yy^^mm^fi:bo ^i^iz^mMKXfnt\ :^§^mit^m^^yk-r:h. y 

mi] ^mmt-^m (BF-1 24. N-2 7 6. N-2 7 7^^J:ra 
-2 8 3) tcj:^, GSSm#F^<^)i®MLfc^M-^'i3^t^^^7'';:^->SfiOiS 

^itm<^ (^)v^m:m^(D^m <59^ffi^^-to ^roprp Gsso/^'^> 

1 0 0 ;«m) o 

[EI2] :$:|&§g<C^t, (BF-1 2 4. N-2 7 6, N-2 7 7i5J:TO 

-2 8 3) tci^, ^'^':fv:^>wm^mmmscN2 aiz^if;hm'^'yv^> 



ffiiE# 2003-3080979 
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#M 2002-255015 



mm] 

Uti] 



[^^. Rli^XZ/R2im^LXyi^m. y^ur>. OH. CO OH. so 3 H 

^ NH2> N02^ ^mmi'-4m(Dr)i^^)K s-^mmi-'4m<DT)v^)i^ 

[it 2] 



R5«i7jc*> C0NH2. COC6H5. tfziiC0-Rmm'-4m<DrjU 





lit 3] 




tbSE#2 003-3080979 
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m m A m m m m 



[399009435] 
1 . W^^B B 1999^ 2 n 4 B 



#0 2002-255015 
ta M A M M ^ 



ft m 



[502317286] 
2002^ 8^30B 

3S i 



^5 



6-1 6-76-701 
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